on active smokers. To obtain the first, we fit by the method of maximum likelihood a five-stage multistage model, with the first and fourth stages affected, to the data on continuing smokers given in Doll and Peto (1978) (excluding, as did Doll and Peto, the subgroup who smoked more than 40 cigarettes per day). This gave fa/fa = 0.0124 (and fa = 2.93). To be precise, we fit, as did Doll and Peto, the data enclosed in rectangles in their Tables 2 and 3. We used the mean number of cigarettes for each "cigarette-per-day" group given in their Table 2 and assumed, for each "cigarette-per-day" group, a variance that was half the maximum possible variance. We then fit the data in three different ways. First, we used the reported actual mean age of onset of cigarette smoking (19.2 years) as date of onset and the means of the age groups defining the rows in Tables 2 and 3 as the age of the event. Secondly, we used age 22.5 years as date of onset. Thirdly, we used age 19.2 years as date of onset, but subtracted 3.3 years from the means of the age groups defining the age of the event. The first and third methods both gave essentially the estimates reported above, while the second method gave fa/fa = 0.014,/?! = 3.42. The estimates based on the second method are not used in this appendix.
For our second estimate we used an estimate of fa/fa = 1.8, given by Brown and Chu (in press), based on fitting this same multistage model to data from a large European case-control study. Brown and Chu found that fa/fa = 1.8 (and fa = 0.14) for individuals who smoked 21-30 cigarettes per day (see Table 3 of Brown and Chu). (Brown and Chu find a ratio of 4 for fa/fa for smokers of 1-10 cigarettes per day. We did not use this estimate due to its presumed lack of stability.) Note that the ratio of 1.8 found by Brown and Chu was 150 times that of Doll and Peto. The low fa/fa ratio in the Doll and Peto continuing smoker data does not appear to adequately account for the rapid decline in risk associ-• ated with cessation of cigarette smoking as given in Doll and Peto (1976). This implied that the estimate of 0.0124 was probably too low. Furthermore, the estimate of fa/fa from the Doll and Peto continuing-smoker data was quite imprecise, since the correlation between the estimates of fa and fa was —0.93. Based on these considerations, we computed a revised estimate of fa/fa from the Doll and Peto continuing-smoker data by finding the maximum value of fa/fa associated with a point on the 2 log likelihood surface that lay 3.87 (chi-squared units) below the value of the 2 log likelihood1 in 100,000 Sleight. Beta blockade during
